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COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 13:24:18 ON 12 JUN 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC.(R) 

t,jn m =n -rWan nr Guealer K?/au or Patterson C?/au 
11 ' hlll "tS70 kSJS* £/™ OR GUEGLER K7/AU OR PATTERSON CT/AU 
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L4 ANSWER 1 OF 7 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 2001:499589 BIOSIS 

DOCUMENT NUMBER: PREV200100499S89 inhibitor 
TITLE : Growth- associated protease inhibitor 

heavy chain precursor. 
AUTHOR(S): Hillman, Jennifer L.; Guegler, Karl J. ; 

Patterson, Chandra 
ASSIGNEE: Incyte Genomics, Inc. 

Pagination, e-file. 
ISSN: 0098-1133- 
DOCUMENT TYPE* Patent 

LANGUAGE: English , 

AB The invention provides a human growth- associated 



TI 
AU 
AB 



protease inhibitor heavy chain P«~"« ( g££ J ^ invention also 

or ^eventing disorders associated with expression of GAPIP. 
Growth-associated protease inhibitor heavy chain 
precursor. 

Hillman, Jennifer L. ; Guegler, Karl J.; 
Patterson, Chandra . 

The invention provides a human growth-associated 

provides expression vectors, host cells, . . - 
" ' Molecular Genetics (Biochemistry and Molecular Biophysics) , Methods and 

Techniques; Pharmacology 
" "'"SI" expression-associated disorders, disease-miscellaneous 

vr ^-"^^.^oclatefprot.... inhibitor heavy chain 

precursor [GAPIP]; polynucleotides 

„r.Tvr Txro DUPLICATE 1 

L4 ANSWER 2 OF 7 MEDLINE 

ACCESSION NUMBER: 2001665722 M™LINE 

DOCUMENT NUMBER: 21567998 PubMed ID: 11711494 

tTtlE Cyclic strain increases protease-activated 

TITLE. receptor-1 expression in vascular smooth muscle cells. 

AUTHOR ■ Nguyen K T; Frye S R; Eskin S G; Patterson C; 

CORPORATE SOURCE i Apartment ol^oenginlering. Rice University, Houston, 

Texas, USA. . 

CONTRACT NUMBER: HL-03658 (NHLBI) 

HL-18672 (NHLBI) 

HL-57352 (NHLBI) 

NS-23327 (NINDS) 
enimrp. HYPERTENSION, (2001 Nov) 38 (5) 1038-43. 

SOURCE . journal code: 7906255. ISSN: 1524-4563 . 

(investigators: Mclntire L V, Rice U, Houston, TX) 

PUB. COUNTRY: United States T - TTOMM apt I CLE 1 

journal; Article; (JOURNAL ARTlCLbj 

LANGUAGE : English _ ^ T . fp sciences 

FILE SEGMENT : Priority Journals; Space Life sciences 

PMTRY MONTH: 200112 

SSy Smb. Entered STN: 20011119 

ENTRY DATb ^ Updated Qn STN: 200 20131 

Entered Medline: 20011207 ,v^ M r^ functions 

r^c^L^^ 

SS^oSSS inhibitor «-^^ s " a i"^*- ni ^ors e uraurosporine or Ro 
Preincubation of cells with P^ein hnase inhibitors (staur g q£ 

S'iS ™- n n^ t rev P en S re"n a £ tnre I£ ec b t r of 1 cycl!c strain alone. 
„n«eas nf aloitive eSect was observed between cyclic strain and 
Sa^et-derlved growth factor-AB. Our "^j"?* f * n =f£ ess 

b« roppfrtS i"ti^ al 

SaUng difference's by which VSMCs respond to different mechanical 
TI CycUc' strain increases prot.as.-activated receptor-1 expression 

in vascular Bmooth muscle cells. »„■«,» m s- 

AU Nguyen K T, Frye S R; Eskin S G; Patterson C; Runge M S, 



AB 



CT 



Mclntire L V __-..>. ™,.rle cell (VSMC) functions through 

. many vascular smooth muscle ceii v»=> w -*«.-i- B of cvclic 

chanainq qene expression. This study investigated the effects of cyclic 

effect was observed between cyclic strain and Pl atele '- d f"" <1 

SSS factor-AB. Our findings ^ t ^/£S4SS?2". gene in 

PAR-1 mRNA expression but that shear stress aownicyu 

VSMCs provide. ■ p h q 

. . Gov't, Non-P.H.S.; Support, U.S. Gov't, P.H.S. 

Aorta: ME, metabolism 

Cell Division: DE, drug effects 

Cells, Cultured 

Enzyme Inhibitors: PD, pharmacology 
Growth Substances 1 PD, pharmacology 

Muscle, Smooth, Vascular: DE, drug effects 
♦Muscle, Smooth, Vascular: ME, metabolism 
Nitric-Oxide Synthase: PH, physiology 
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Oxidative. . „ . ^ . rt , DHa 

L4 ANSWER 3 OF 7 CAPLUS COPYRIGHT 2002 ACS 

ACCESSION NUMBER: 2001:887825 CAPLUS 

DOCUMENT NUMBER: 136:148338 a rt-ivafpd 

title. Cyclic strain increases protease-activatea 

TITLE. receptor- 1 expression in vascular smooth muscle cells 

AUTHOR(S)- Nguyen, Kytai T. ; Frye, Stacie R.; Eskin Suzanne G.; 

AUTHOR(S). prtttrion. Cam; Runge, Marschall S.; Mclntire, 

La r r y V . 

CORPORATE SOURCE: Department of Bioengineering, Rice University, 

Houston, TX, 77251-1892, USA 

qoimCEj Hypertension (2001), 38(5), 1038-1043 

S0URCE ' COD EN: HPRTDN; ISSN: 0194-911X 

PUBLISHER: Lippincott Williams & Wilkins 

DOCUMENT TYPE: Journal 



LANGUAGE: English 

AB Cyclic strain regulates many vascular smooth muscle cell (VSMC) functions 
through changing gene expression. This study investigated the effects of 
cyclic strain on protease -activated receptor-1 (PAR-1) 

expression in VSMCs and the possible signaling pathways involved, on the 
basis of the hypothesis that cyclic strain would enhance PAR-1 expression, 
reflecting increased thrombin activity. Uniaxial cyclic strain {1 Hz, 
20%) of cells cultured on elastic membranes induced a 2-fold increase in 
both PAR-1 mRNA and protein levels. Functional activity of PAR-1, as 
assessed by cell proliferation in response to thrombin, was also increased 
by cyclic strain. In addn., treatment of cells with antioxidants or an 
NADPH oxidase inhibitor blocked strain -induced PAR-1 expression. 
Preincubation of cells with protein kinase inhibitors (staurosporine or Ro 
31-8220) enhanced strain-increased PAR-1 expression, whereas inhibitors of 
NO synthase, tyrosine kinase, and mitogen-activated protein kinases had no 
effect. Cyclic strain in the presence of basic fibroblast growth 
factor induced PAR-1 mRNA levels beyond the effect of cyclic strain alone, 
whereas no additive effect was obsd. between cyclic strain and 
platelet-derived growth factor-AB. These findings that cyclic 
strain upregulates PAR-1 mRNA expression but that shear stress 
downregulates this gene in VSMCs provide an opportunity to elucidate 
signaling differences by which VSMCs respond to different mech. forces. 

REFERENCE COUNT: 31 THERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

TI Cyclic strain increases protease -activated receptor-1 expression 
in vascular smooth muscle cells 

AU Nguyen, Kytai T.; Frye, Stacie R. ; Eskin, Suzanne G-; Patterson, 
Cam; Runge, Marschall S.; Mclntire, Larry V. 

AB Cyclic strain regulates many vascular smooth muscle cell (VSMC) functions 
through changing gene expression. This study investigated the effects of 
cyclic strain on protease -activated receptor-1 (PAR-1) 

expression in VSMCs and the possible signaling pathways involved, on the 
basis of the hypothesis that cyclic strain would enhance PAR-1 expression, 
reflecting increased thrombin activity. Uniaxial cyclic strain (1 Hz, 
20%) of cells cultured on elastic membranes induced a 2 -fold increase in 
both PAR-1 mRNA and protein levels. Functional activity of PAR-1, as 
assessed by cell proliferation in response to thrombin, was also increased 
by cyclic strain. In addn., treatment of cells with antioxidants or an 
NADPH oxidase inhibitor blocked strain- induced PAR-1 expression. 
Preincubation of cells with protein kinase inhibitors (staurosporine or Ro 
31-8220) enhanced strain- increased PAR-1 expression, whereas inhibitors of 
NO synthase, tyrosine kinase, and mitogen-activated protein kinases had no 
effect. Cyclic strain in the presence of basic fibroblast growth 
factor induced PAR-1 mRNA levels beyond the effect of cyclic strain alone, 
whereas no additive effect was obsd. between cyclic Btrain and 
platelet-derived growth factor-AB. These findings that cyclic 
strain upregulates PAR-1 mRNA expression but that shear stress 
downregulates this gene in VSMCs provide an opportunity to elucidate 
signaling differences by which VSMCs respond to different mech. forces. 

ST strain stress protease activated receptor 1 vascular smooth 
muscle 

IT Receptors 

RL: BSU (Biological study, unclassified) ,• BIOL (Biological study) 
(PAR-1 (proteinase-activated receptor 1); cyclic strain increases 
protease-activated receptor-1 expression in vascular smooth 
muscle cells) 
IT Human 

Shear stress 

Signal transduction, biological 
Strain 

(cyclic strain increases protease-activated receptor-1 
expression in vascular smooth muscle cells) 
IT Oxidative Btress, biological 

(cyclic strain increases protease-activated receptor-1 
expression in vascular smooth muscle cells in relation to oxidative 
stress) 
IT Blood vessel 

(smooth muscle; cyclic strain increases protease-activated 
receptor-1 expression in vascular smooth muscle cells) 
IT 77106-92-4, NAD(P)H oxidase 80449-02-1, Protein kinase 

RLj BSU (Biological study, unclassified); BIOL (Biological study) 
(cyclic strain increases protease-activated receptor-1 
expression in vascular smooth muscle cells) 
IT 106096-93-9, Basic fibroblast growth factor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(cyclic strain increases protease-activated receptor-1 
expression in vascular smooth muscle cells in relation to fibroblast 
growth factor) 
IT 9002-04-4, Thrombin 

RLs bsu (Biological study, unclassified); BIOL (Biological study) 
(cyclic strain increases protease-activated receptor-1 
expression in vascular smooth muscle cells in relation to thrombin) 

L4 ANSWER 4 OF 7 MEDLINE DUPLICATE 2 

ACCESSION NUMBER: 2001109938 MEDLINE 
DOCUMENT NUMBER: 20525510 PubMed ID: 11071917 

TITLE s Developmental regulation of FKBP65. An SR- localized 

extracellular matrix binding-protein. 
AUTHOR: Patterson C B; Schaub T; Coleman E J; Davis E C 

CORPORATE SOURCE t Department of Cell Biology, University of Texas 

Southwestern Medical Center, Dallas, Texas 75390, USA. 
CONTRACT NUMBER: HL- 60394 (NHLBI) 

SOURCE : MOLECULAR BIOLOGY OF THE CELL, (2000 Nov) 11 (11) 3925-35. 

Journal code: 9201390. ISSN: 1059-1524. 

PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200102 

ENTRY DATE: Entered STN: 20010322 

Last Updated on STN: 20010322 
Entered Medlines 20010202 

AB FKBP65 (65-kDa FK506-binding protein) is a member of the highly conserved 
family of intracellular receptors called immunophilins . All have the 
property of peptidyl -prolyl cis-trans isomerization, and most have been 
implicated in folding and trafficking events. In an earlier study, we 
identified that FKBP65 associates with the extracellular matrix protein 
tropoelastin during its transport through the cell. In the present study, 
we have carried out a detailed investigation of the subcellular 
localization of FKBP65 and its relationship to tropoelaBtin. Using 
subcellular fractionation, Triton X-114 phase separation, protease 
protection assays, and immunofluorescence microscopy (IF), we have 
identified that FKBP65 is contained within the lumen of the endoplasmic 



reticulum (ER) . SubBe^uent ZK.studiea '£^^2$"" 
and shoved that the two proteins <J"J°"?" ^ p ^ a ^Iveloping lung 
apparatus. I^nohistochemical Jj»li«tiM of J£* s oell0 . simlla r 

snowed strong staining of v «™i" """^elastic fibers in the 
areas stained ^^f^^ It ^ — investigated during 
extracellular matrix, me express d in adu i t tissues, 

development as "opoelastin is ^ expressed xn a ^ ^ ^ 

Tissue-specify expression of Jf^™^™^ FKBP65 was not restricted 
tissues; however, the P a ^«n o£ expree sug g es ts that additional 

to those tissues expressing tropoelastin . inis b yy A h adult 

Ugands for FKBP65 likely «J|t J^eS orTarSy'detectable . Taken 
' iS Sher e ™ resSts 'support an ER localized FKBP65-tropoelastin 
^?eraction h ?hat r occurs specifically during growth and 
development of tissues. n »«4« v r 

AU Patterson C K; Schaub T; Coleman E ^ D J™ localiz ation of FKBP65 

AB • • • detaile \^ nV !f^^ 0 °LsLn Us?ng subcellular fractionation, 
and its relationship to ^opoelastin^ using s ^ 

Triton X-114 phase separation, P*° te »" |™ identified that FKBP65 is 
=n=h^ 

specifically during growth and development of tissues. 
CT • 

Reticulum: ME, metabolism 

♦Extracellular Matrix: ME, metabolism 
Gene Expression Regulation, Developmental 
Golgi Apparatus* ME, metabolism 
Intracellular Membranes 
Lung: CY, cytology 

♦Lungt GD, growth & development 
Lung: ME, metabolism 
Mice 

Molecular Sequence Data 
Muscle, Smooth: ME, metabolism 
Tacrolimus Binding Proteins: GE, genetics 

u ANSWER 5 OF 7 CAPLUS COPYRIGHT 2002 ACS 
£ CE sS E SuMBER: ™ 

DOCUMENT NUMBER, ^nce and therapeutic applications for human 

TITLE : g rowtS-associated protease inhibitor 

heavy chain precursor 

inventory . Bi"«-». J ™ lf £j^U GUe9ler ' 

J.; Patterson, Chandra 

PATENT ASSIGNEE (S) ■ incyte Pharmaceuticals , Inc . , USA 

cniTOCE- PCT Int - APP 1 " 92 p P- 

S0URCB * CODEN: PIXXD2 

DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

irrwn nATE APPLICATION NO. DATE 
PATENT NO. KIND DAT*. 

---- wo 1999-US9947 19990505 

WO 9957140 A2 19991H1 

WO 9957140 A3 19 ?91229 ^ CZj de, 

W: AL, AM, AT, AU, AZ, BA, BB. BG, BR, BY, CA, 

S S: 2: 5: S: S: : 5 S: : »: * «• - ; £ « : 
E 5: 5: S: S: S: : |: S: : : 5: s ». S; - 
RM = s- k- £ S: oS: S: S: E: S: «: .,. ». «. 
: S: - «. «i ™* ™ 9 199805 o 7 

19991111 CA 1999-2328132 1999050S 

19991123 AU 1999-38B67 19990505 

S» EP 1999-921739 1999050S 



US 


6001596 
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CA 


2328132 


AA 


AU 


9938867 


Al 


EP 


1078062 


A2 




R: BE, DE, 


es, : 


JP 


2002513553 


T2 


US 


6228991 


Bl 



TI 
IN 
AB 



' 200205^4 JP 2000-547109 19990505 

20010508 US 1999-388774 19990902 

ns 1998-74579 A2 19980507 
PRIORITY APPLN. INFO. : W 0 1999-US9947 W 19990505 

AB The invention provides a human B™!?£-»!°f ' ^nucleotides which identify 
inhibitor heavy chain precursor ( G*J»> «J^f Session vectors, host 
and encode GAPIP. The invention also Prides ^P r ^ vention also provides 
cells, antibodies, agonists and ^agonists ders involving the 

methods for diagnosing treating or P« v « developmental or neoplastic 
reproductive tract or Immunol, disord er or dev ^°P identification 
disorders assocd. with expression of GAPIP. mi asoay 
oS which interact with GAPIP is described, 
seance and therapeutic applications for human growth 
-associated protease inhibitor heavy chain precursor 
Hillman, Jennifer L . ; Guegler, Karl J.; 

S5 t £vS£i2^rovida. a human growth- as socd^ Please ^ 

inhibitor heavy chain P^^^^/^^^^^f^ression vectors, host 
and encode GAPIP. The invention also Prides exp al£jo provides 

cells, antibodies, agonists and ant ;9™""' d is 0rde rs involving the 
methods for diagnosing, treati ng or P«vent ^isorders | Btic 
reproductive tract or Immunol . disorder or «™ lop ™ ca 0 r ident if ication 
disorders assocd. with expression of GAPIP. An assay 
of mols. which interact with GAPIP is describe^ 
therapy sequence human growth protease inhibitor heavy 
chain 

NUC f D NA.^ for human 

growth-assocd. protease inhibitor heavy chain 
precursor) 
IT Immunity 

Reproduction, animal . heraoeu tic applications for human 

(disorder; sequence and therapeutic <xyy^ 
growth-assocd. protease inhibitor heavy chain 
precursor) 
IT Antitumor agents 
Diagnosis 

Drug delivery systems 
Genetic vectors 
Protein sequences 
cDNA sequences 



ST 
IT 



IT 



L4 



TI 
AU 



(aequence and therapeutic applications for human growth 
-assocd. protease inhibitor heavy chain precursor) 
IT Antibodies 

Probes (nucleic acid) fuioloaical study, unclassified); 

RL: ARG (Analytical reagent use); BSU (Biological stu y 

anst (Analytical study) ; BIOL (Biological study) ; USES (Uses) 

Tseojence and therapeutic applications for human growth 

-assocd. protease inhibitor heavy chain precursor) 

IT (Biological study, unclassified) ; PRP ( Properties) ; THU 

growth- assocd. protease inhibitor heavy chain 
precursor) 

" ^'^(BLlooical "u d y..u»cl,e S i £ i.d,, PRP .Properties,.. THU 

growth-assocd. protease inhibitor heavy chain 

MS SSZ!£f »■ fOID, . unclaimed protein IV^lTol^ 5 

WO9957140 SEQID: 4 unclaimed protein 249761 ui i, 
unclaimed protein 

RL : PRP (Properties) t-heraneutic applications for 

(unclaimed protein sequence; sequence and therapeutic a PP 
human growth- assocd. protease inhibitor heavy chain 
precursor) 

^ ANSWER 6 OF 7 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 2000 r 282931 BIOSIS 
DOCUMENT NUMBER. PREV200000282931 inhibitor 
TITLE • Growth- associated protease inhibitor 

heavy chain precursor. 
AUTHOR(S): Hillman, Jennifer L.; Guegler, Karl J. ; 

Patterson, Chandr _ 
ASSIGNEE: Incyte Pharmaceuticals, inc. 

PATENT INFORMATION t US 60 01= i»6 ™£f« ^ ™» M states Pate nt and Trademark 
S0URCE! S"ice Parent" (Sec 14, 1999, Vol. 1229, No. 2, pp. No 

pagination. e-file. 

ISSN: 0098-1133. 
DOCUMENT TYPE: Patent 
LANGUAGE* English 

AB The invention provides a human growth- associated 

S^S^^ElS^Sra-^S invention also 

£ preventing disorders associated with o£ GAPIP - 

Growth-associated protease inhibitor heavy chain 

precursor . 

Hillman, Jennifer L . ; Guegler, Karl J.; 
Patterson, Chandr , 

AB The invention provides a human 9 rwt *-^sociateci and 

S^K^SiT^ STE^SS'. invention also 
provides expression vectors, host cells,. - ■ 
" Enzyraology 8 (Biochemistry and Molecular Biophysics, , Human Medicine 

(Medical Sciences) 

it Chemicals & Biochemicals v,„j_ 
IT cnem ^ rowtb _ associated pr otease inhibitor heavy chain 

precursor [GAPIP] : enzyme inhibitor 

L4 ANSWER 7 OF 7 MEDLINE DUPLICATE 3 

ACCESSION NUMBER: 89350177 ^ ^DLINE 

DOCUMENT NUMBER: 89350177 ^^"^prot—. formation . . 

TITLE : in^Ios^idLm botulinum Okra B and Hall A by arginine. 

S£» SOURCE : 55=^ S^fflJ and Toxicology, University 

of Wisconsin. Madison dj/uo. , . 

SOURCE: APPLIED AND ENVIRONMENTAL MICROBIOLOGY, (1989 Jun) 55 (6) 

Journal code: 7605801. ISSN: 0099-2240. 

PUB. COUNTRY: United States , Tnin3fjaT article) 

Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 198909 , nQrtft , fta 

ENTRY DATE- Entered STN: 19900309 

ENTRY DAI hi ^ Updated Qn STN: 199702 03 

Entered Medline: 19890921 
AB Supplementation of a minimal medium with high levels of arginme (20 
a/liter) markedly decreased neurotoxin titers and protease 
IctivitLrin cultures of Clostridium botulinum Okra B and Hall A. 
activities in cuitu k to be derived from arginine, 

?n"u1Inr;r 0 Unr"lutamate %nd°alonia. also decreased protease 
and tox?n but less lo than did arginine. Protease, synthesized 

2^?StTSiS."S to^terrSseif ZH Ration of a 

the availability of nitrogen and energy sources, particularly argini , 
affect the production and proteolytic processing of toxins and 

TI Vne^S^ind protease formation in Clostridium 

botulinum Okra B and Hall A by arginine. 

£ SSSSSSn'oS a ; mfnfma^d?um with high levels of arginine (20 
g/liter) markedly decreased neurotoxin titers ^d protease 
activities in cultures of Clostridium ^^txiljnum Okra B arid Hall A . 
Nitrogenous nutrients that are known to be derived from arginine, 



extracellular proteins by electrophcr^ ^ protoxin 

supplementation of a medium gaining hi^ levei» o a 
pr £.... tocti^^iJ 1 * £ botS the minimal medium 

andTmeSumTon^^ 

SPS.^fSS.'Si^iS a n d r pTc^ yt e ic e pfoce a3 in g o £ toxins and 
proteases in C botulinum. 
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MEDLINE 
2002016001 MEDLINE 
21325286 PubMed ID; 11432724 

Intracellular location and nuclear targeting of the Spi-1, 
Spi-2 and Spi-3 gene -derived serine protease inhibitors in 
non- secretory cells. 

Rothbarth K; Kempf T; Juodka B; Glaser T; Stammer H; Werner 
D 

Division of Biochemistry of the Cell (B0300) , German Cancer 
Research Center, Heidelberg. 

EUROPEAN JOURNAL OF CELL BIOLOGY, (2001 May) 80 (5) 341-8. 
Journal code: 7906240. ISSN: 0171-9335. 
Germany: Germany, Federal Republic of 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200112 

Entered STN: 20020121 
Last Updated on STN: 20020121 
Entered Medline: 20011204 
Proteases and their inhibitors are indispensable for the regulated 
activation and/or degradation of structural and functional proteins 
involved in basic cellular processes, e.g. in cell cycle control, cell 
growth, differentiation and apoptosis. In this context the serine 
protease inhibitors derived from the murine Spi-1, Spi-2 
and Spi-3 genes, and their human homologs, deserve 

reconsideration. Microsequencing data indicate that a fraction of the 
three serpins has the capability to constitute a well characterized 
proteinase K, high salt and SDS-stable complex which coisolates with DNA 
under salting out conditions from various cell and tissue types. This 
tight association with DNA isolated under conditions designed to 
deproteinize DNA efficiently points to an in situ preformed chromatin 
complex. Accordingly, in addition to their well known functions as 'serum 
protease inhibitors' the Spi-1 and Spi-2 gene-derived proteins appear to 
have intracellular functions as well. The involvement of the three serpins 
in chromatin complexes requires their nuclear translocation. Application 
of (enhanced) green fluorescent protein technology and optical section 
microscopy reveals that truncation of the N- terminal signal 
sequences of the Spi-1 and Spi-2 gene-encoded proteins is a 
prerequisite for their nuclear translocation while non- truncated fusion 
proteins are enriched at the nuclear indentation which is the site of the 
Golgi apparatus and the centrosome. The identification of new species of 
intracellular serpins is of potential interest with respect to 
accumulating evidence for serine protease inhibitor- dependent inhibition 
or prevention of apoptosis. 

regulated activation and/or degradation of structural and 
functional proteins involved in basic cellular processes, e.g. in cell 
cycle control, cell growth, differentiation and apoptosis. In 
this context the serine protease inhibitors derived 
from the murine Spi-1, Spi-2 and Spi-3 genes, and their human 
homologs, deserve reconsideration. Microsequencing data indicate that a 
fraction of the three serpins has the capability to constitute a well . 

nuclear translocation. Application of (enhanced) green fluorescent 
protein technology and optical section microscopy reveals that truncation 
of the N- terminal signal sequences of the Spi-1 and Spi-2 
gene-encoded proteins is a prerequisite for their nuclear translocation 
while non- truncated fusion proteins are enriched. 
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2002:186414 BIOSIS 
PREV2 002 0018 6414 

Analysis of gene expression in a B cell neoplasm with the 
phenotype of a primary effusion lymphoma (PEL. 
Parker, Charles J. (1); Vreeke, Teresa M. ; Lin, Chen-Yong; 
Dickson, Robert B. 

(1) Medicine, VA Medical Center, Salt Lake City, UT USA 
Blood, (November 16, 2001) Vol. 98, No. 11 Part 1, pp. 
302a. ht tpt/ /www. blood journal. org/ . print. 
Meeting Info. : 43rd Annual Meeting of the American Society 
of Hematology, Part 1 Orlando, Florida, USA December 07-11, 
2001 

ISSN; 0006-4971. 
Conference 
English 

PEL is defined by the presence of a lymphomatous effusion in the absence 
of an identifiable contiguous tumor mass. In most instances, the malignant 
cells are infected with both Epstein Barr virus (EBV) and human 
herpes virus-8 (HHV-8) . In a minority of cases, the lymphoma cells are 
infected with either EBV or HHV-8. When infected with EBV, t(8:14) is 
invariably present, but this translocation is not observed if the cells 
are infected with HHV-8. To gain insight into the molecular basis of the 
unique phenotype, the pattern of gene expression in cells derived from a 



DOCUMENT TYPE 
LANGUAGE t 
AB 



Sv ft" ~ rS^oph«atypi»> was consistent f £ a ^Ma 
Ugh^chain restricted B """K^^ 14, "erfobserve"??. the 
Multiple cytogenetic abnormalities ^f^f'*?; 1 ^ o£ DNA revealed 
lymphoma cells. Representation difference J™"Y° « ^ ab5ent by 

fragments of the EBV genome in the t«o r "11a B u * ™* » he pattern 0 f 

that degrades ex " a « ul " t S J e ^ h S to activate urokinase -type 
metastasis. In addition matriptase was protease activated 

plasminogen activat S;^£2£LT^i£S? <^ and 
re ?- Pt °nM' ^triotase wis Invariably co-expressed along with its congnate 

«Uf^ r tor actLator inhibitor-1 (HAI-1) • 
This Kunitz-type serine protease Anhlbitor « a typ e i 
integral membrane P-tein that B ^ t j; «SS5^?.£S3l4 of the 
activated protein on the ce ^ a ^^ a "both flow cytometry and western 
ectodomain of the complex. Analysis by both tiow cy tome u y 
b?o? using monoclononal antibodies demonstrated that the PEL^el Is 
e^ressed^triptase protein but not : its ^^na e i^ibitor^HA^l^I^^ 
contrast, ^^^f^e^^^ 1 reposed instance in which matriptase is 

CaS %«Sd a in tne absence of its*congnate inhibitor. Because of its 
expressed m the absence 01 x u» _„= racellular matrix, tumor invasion, 

SasLnnd^vat^ 

StS^rSSiSSSS"- i-XTcffinS^ "-is unusual B 

^erpes^rusV"^ "f- In a minority of cases th ; ; lymphoma 
C6llS ^toihatlflne £ entTperi^rai ' i^rtalized 

Inhibitor, hepatic growth factor activator "* a *itor-l <™ 

activated protein on the cell surface . . . 
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ACCESSION NUMBER: 2000:727687 CAPLUS 

DOCUMENT NUMBER: gene encoding ps20 localizes to 16q24, a 

T regi °n °MeUnda n SSSr" slevlnV; Gerdes, Michael 
AUTHOR(S) : Jarsen, jjjl«da^«l«. Jeanne b . ; Rowley, 

D CeU d and Molecular Biology Program, Baylor College of 

Medicine, Houston, TX, 77030 , v*>* 
«, nTrerE . Mammalian Genome (2000), 11(9), 767-773 

S0URCE ' CODEN : MAMGEC; ISSN: 0938-8990 

PUBLISHER: Springer -Ver lag New York Inc. 

DOCUMENT TYPE: Journal 

LANGUAGE : ^.^i^on ^pit, as a secreted growth inhibitor and 

AB we previously identified ps20 protein as a enrtM g mesenchymal 

homolog cDNA, and the human gene <d*«9n a "«? "^S^™' pS 20 proteins 
human WFDC1 genes consist of se f n .«°"? c ? nd =" C ^tifs in Lon 2. The 
sharing 79.1% "^^^^^"SLSSSSb (Chr) 16q24. an 

are^of rre^enHlss 3 Se/o - ^ --^1^ an^wf 1ms ■ 

multiple cancers including prostate, .^east, ^PJtocellui ar 

jss; ^s^srrrr^s s*. inW. 

" Pr °(wi? signature motif; amino acid ..au.no.. and protein motifs 
of the human and mouse ps20 proteins, a secreted 
growtn iSSitor with motifs indicating it may function as a 
protease inhibitor) 

IT Pr °ram?nr!cia C S e q uence 8 and protein motifs of the human 

and mouse ps20 proteins, a secreted growth inhibitor with 
motifs indicating it may function as a protease 
inhibitor) 

IT ^^(Bi5S £ i«l"tS"uncl.»ified); PRP (Properties); BIOL 

tBi ( g enes a wfac? d and WFDC1, ps20 (prostate stromal 20), amino acid 
sequences and protein motifs of the human an ^ 
psfo proteins, a secreted growth inhibitor with motifs 
indicating it may function as a protease inhibitor) 
IT Growth inhibitors, animal „„s , BI0Ij 

RL: BSU (Biological study, unclassified); PRP (Properties), BIOL 

(Biological study) . 

(genes Wfdcl and WFDC1; amino acid sequences and Protein 
motifs of the human and mouse ps20 proteins, a secreted 
growth ?nhib?toH?th motifs indicating it may function as a 
protease inhibitor) 
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ACCESSION NUMBER: 2000394500 MEDLINE 

SET NUMBER= S^S'ltoSSSa « ^"growth inhibitors in human 

plasma . 

author- Yao J; Baecher-Allan C M; Sharon J **,«,. ft n 

CORPORATE SOURCE, department - h ^^-g SdS -JLr^rSS^^."SS^. 

Massachusetts, 02118, USA. 



comiCE MOLECULAR CELL BIOLOGY RESEARCH COMMUNICATIONS , (2000 Feb) 

SOURCb. ^ 76-81 

Journal code; 100889076. ISSN: 1522-4724. 
PUB. COUNTRY: ^^Lle; (JOURNAL ARTICLE) 

LANGUAGE : English 

FILE SEGMENT: Priority Journals 

FNTRY MONTH: 200008 

ENTRY DATE Entered STN: 20000824 

ENTRY DATE . Updated on STKl 20000824 

Entered Medline: 20000815 



•„ rnew factor CFX. in human serum and plasma 

E We have identified a new * ac ^^*' human and mBe cell lines. 

that inhibits the growth of ™«urea numan hobic glycoprotein, 

growth inhibitory activity. Amino acid sequence analysis of tne 
rpx band revealed sequences from four human 

£*coprot"ns, ^.JWS^. Ir^lToTlle superbly 
alphal-antrtrypsin and a g^ t ^« Inhibitor was shown to be the most 

a cell growth inhibitory role in vivo, in addition to tneir 
as protease inhibitors- 

Copyright 2000 Academic Press^ &nd ^ 

M W ! ^-K-^^nfarowth ol cStu^d human^t mouse cell lines. 

that inhibits the growth of ^iturea numan h drophobic glycoprotein, 
CFX was determined to be a negatively ens y , ^ * su if at e and is 

cell growth inhibitory activity. Amino acid sequence analysis or 
the CFX band revealed sequences from four human in>y ^ tnr 
<? y =oproteins, alphal^ntichymotryps n CI -eatery ^t™. ^ 
alphal-antitrypsin and alpha! "^plMmin^ ^ fce the 

° te^ceix SoSS -tw^TS play 

a cell growth inhibitory role in vivo, in addition to tneir 
as protease inhibitors. 
Copyright 2000 Academic Press. 
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DOCUMENT NUMBER: ^^Ld therapeutic applications for 

human growth-associated 
protease inhibitor heavy chain 

IN™!*) , Hit^n?' Jennifer L. ; Guegler. Karl J. ; Patterson. 

Chandra 

PATENT ASSIGNEE (S): Incyte Pharmaceuticals, Inc., USA 

cnURfE- PCT Int. Appl., 92 pp. 

S0URCE - CODEN : PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 



PATENT NO, 



KIND DATE APPLICATION NO. DATE 



WO~9957140 ~A2 _ 19991111 WO 1999-US9947 19990505 

W0 9 w! 71 AL\ AM, AT^u/a^BA 9 BB, BG, BR, BY CA, CH CN, CO. CZ, DE, 

n/ FE ES FI GB, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE. 

S: £: £: S «: «: w. ™. ». «. «. ». £■ S; 

Mrt M7 dt PT ro ru, sd, se, sg, si, sk, sl, TJ, ITO, i«. *J> 

Sa Sg US' W YU ZW AM AZ. BY, KG, HZ, HD, RU, TJ, TO 

«. £: £: «. S; »: S d: sl . sz , «. ». «. «. cy de dk 



si- °\ GN ' ,M; MR ' ViH B «S. »»o».7 

CA 1999-2328132 19990505 



US 


6001596 


A 


19991214 


CA 


2328132 


AA 


199911H 


AU 


9938867 


Al 


19991123 


EP 


1078062 


A2 


20010228 




R: BE, DE, 


ES, FR, 


GB, IT, 


JP 


2002513553 


T2 


20020514 


US 


6228991 


Bl 


20010508 



AU 1999-38867 19990505 
EP 1999-921739 19990505 



NL 



AB 



JP 2000-547109 19990505 
US 1999-388774 19990902 
ii<3 1998-74579 A2 19980507 
PRIORITY APPLN. INFO. : TOwU-toSm? W 19990505 

GAPIP The invention also provides expression vectors, host ce is 

of mols. which interact with GAPIP is described. 
Tl sequence and therapeutic applications for human 
growth-associated protease inhibitor heavy 
chain precursor 
ST therapy sequence human growth 

protease inhibitor heavy chain 
IT Nucleic acid hybridization f™- 
(DNA-DNA; sequence and therapeutic applications for 
human growth- as socd. protease 
inhibitor heavy chain precursor) 
IT Immunity 

Reproduction, animal , . „_ fnr 

(disorder; sequence and therapeutic applications for 

human growth- as socd- protease 

inhibitor heavy chain precursor) 

IT Antitumor agents 

Diagnosis 

Drug delivery systems 
Genetic vectors 
Protein sequences 

cDNA sequences „ , . , _ . 

(sequence and therapeutic applications for human 
growth-assocd. protease inhibitor heavy 
chain precursor) 
IT Antibodies 



Probes (nucleic acid) 

RL; AHG (Analytical reagent use); BSU (Biological study, unclassified); 
ANST {Analytical study) ; BIOL (Biological study) ; USES (Uses) 
(sequence and therapeutic applications for human 
growth-assocd. protease inhibitor heavy 
chain precursor) 
IT 249916-69-6 

RL* BSU (Biological study, unclassified); PRP (Properties); THU 
{Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(amino acid sequence; sequence and therapeutic 

applications for human growth- as socd. 

protease inhibitor heavy chain precursor) 
IT 249916-73-2 

RL.- BSU (Biological study, unclassified) ; PRP (Properties) ; 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(nucleotide sequence; sequence and therapeutic 

applications for human growth- assocd. 

protease inhibitor heavy chain precursor) 
IT 249760-99-4, PN: WO9957140 SEQID: 3 unclaimed protein 
WO99S7140 SEQID: 4 unclaimed protein 249761-01-1, PN: 
unclaimed protein 
RL; PRP (Properties) 

(unclaimed protein sequence; sequence and 

therapeutic applications for human growth- assocd. 

protease inhibitor heavy chain precursor) 



THU 



249761-00-0, PN; 
WO9957140 SEQID: 
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MEDLINE 
2000012988 MEDLINE 
200129S8 PubMed IDt 10544273 

Multiple Bites of proteolytic cleavage to release soluble 
forms of hepatocyte growth factor activator inhibitor type 
1 from a transmembrane form. 

Shimomura T; Denda K; Kawaguchi T ; Matsumoto K; Miyazawa K; 
Kitamura N 

Research Center, Mitsubishi Chemical Corp., Kamoshida, 
Aoba-ku, Yokohama, 227-8502, Japan. 
JOURNAL OP BIOCHEMISTRY, (1999 Nov) 126 (5) 821-8. 
Journal code; 0376600- ISSNi 0021-924X. 
Japan 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200002 

Entered STN; 20000229 
Last Updated on STNj 20000229 
Entered Medline; 20000214 
Hepatocyte growth factor activator inhibitor type 1 (HAI-1) is a 
Kunitz-type serine protease inhibitor, which was 
identified as a potent inhibitor of hepatocyte growth factor 
{HGF) activator from the conditioned medium of a human carcinoma 
cell line. HGF activator is a blood coagulation factor XH-like serine 
protease that is responsible for proteolytic activation of the inactive 
single chain precursor of HGF in injured tissues. The predicted 
sequence of the primary translation product of HAI-1, which has a 
hydrophobic sequence in its COOH- terminal region, suggested that 
HAI-1 is first produced in a membrane-associated form, in this study, we 
identified a transmembrane form of HAI-1 integrated in the plasma membrane 
of cultured cells using a monoclonal antibody against HAI-1. We also 
identified several soluble forms of HAI-1 in the conditioned medium of the 
cells, indicating that multiple sites are present in the transmembrane 
form of HAI-1 at which proteolytic cleavage releases the extracellular 
domain. At least two proteaseB, one of which is a metal loprotease, appear 
to be responsible for the release. Further, the soluble forms of HAI-1 
have different inhibitory activity against HGF activator. These findings 
suggest that proteolytic processing plays important roles in regulation of 
the inhibitory activity of HAI-1. 

Hepatocyte growth factor activator inhibitor type 1 (HAI-1) is a 

Kunitz-type serine protease inhibitor, which was 

identified as a potent inhibitor of hepatocyte growth factor 

(HGF) activator from the conditioned medium of a human carcinoma 

cell line. HGF activator is a blood coagulation factor XI I -like serine 

protease that is responsible for proteolytic activation of the inactive 

single chain precursor of HGF in injured tissues. The predicted 

sequence of the primary translation product of HAI-1, which has a 

hydrophobic sequence in its COOH- terminal region, suggested that 

HAI-1 is first produced in a membrane- associated form. In this study, we 

identified a. 
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1998; 682507 CAPLUS 
129:299030 

Transgenic expression in genital tract and sexual 

accessory glands 

Pothier, Francois 

Universite Laval, Can. 

PCT Int. Appl., 25 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



WO 9845419 Al 

W; AL, AM, AT, AU, 

DK, EE, ES, PI, 

KP, KR, KZ r LC, 

NO, NZ, PL, PT, 

UA, UG, US, UZ, 

RW; GH, GM, KE, LS, 

FI, FR, GB, GR, 

CM, GA, GN, ML, 

AU 9869140 Al 

EP 977837 Al 

Rs AT, BE, CH, DE, 

IE, FI 
PRIORITY APPLN. INFO. t 



19981015 

AZ, BA, BB, 

GB, GE, GH, 

LK, LR, LS, 

RO, RU, SD, 

VN, YU, ZW, 

Mtf, SD, SZ, 

IE, IT, LU, 

MR, NE, SN, 

19981030 

20000209 

DK, ES, FR, 



APPLICATION NO. DATE 

WO 1998-CA309 19980402 
BG r BR, BY, CA, CH, CN, CU, 
GM, GW, HU, ID, IL, IS, JP, 
LT, LU, LV, MD, MG, MK,MN, 
SE, SG, SI, SK, SL, TJ, TM, 
AM, AZ, BY, KG, KZ, MD, RU, 
UG, ZW, AT, BE, CH, CY, DE, 
MC, NL, PT, SE, BF, BJ, CF, 
TD, TG 

AU 1998-69140 19980402 
EP 1998-914736 19980402 
GB, GR, IT, LI, LU, NL, SE, 



C2, DE, 
KE, KG, 
MW, MX, 
TR, TT, 
TJ, TM 
DK, ES, 
CG, CI, 



MC, PT, 



AB The present invention relates to a 
into animal's semen of an exogenous 
steps oft (a) producing a transgeni 
system comprising a promoter specif 



US 1997-825955 A2 19970403 
WO 1998-CA309 W 19980402 
method for the prodn. and secretion 
recombinant protein comprising the 
c animal characterized by an expression 
ic for the genital tract or accessory 



* 



AB 



glands operatives linked . ^nSToaingl or a 

for the recombinant protein through a DNA reC ombinant protein 

Bignal peptide effective in Be =«'i?f ™^n"rodueea by said transgenic 
in genital tract tissue, '^ collecting J-^^ protein £rom the 

semSn ' H^an gr^ hormone cDNA was 

control of mouse secretory prot.as. nhlbitor p!2 taU and 

rsvfo^nJrSlor ^S»^^KfSi.tSel^ e «wS«^ re MM t 
SS^tSSS'^rSS ?LS vagina! Pl»« contained ,..«4 
ng/mL human growth hormone. met hod for the prodn. and secretion 

The present invent i°y^ x ° e nou s recombinant protein comprising the 
into animal's semen of an «*^nous rec character ized by an expression 

steps of: (a P roducin 9 ^ific ror the genital tract or accessory 

system comprising a promo ter specific fo ^ equence coding 

glands operatively linked to an exoge no J e cod ing for a 

for the recombinant protein through a DNA recombinant protein 

signal peptide effective s ^^ e ^f n ^ em t^p r Sluced by said transgenic 

Huln Uwth hormone cDNA was placed under 
SSol of ^-S^tSt'lW tail and 

ng/mL human growth hormone. 
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J 27 Bio! Pa chem. (1997). 272(10). 6370-6376 
S ° CODEN. JBCHA3; ISSN. 0021-9258 Molecu i ar 

ration. American society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE : Journal 

LANGUAGE: -^S^gf) activator is a serine protease that is 

AB Hepatocyte growth factor t?2 iw« Ind circulates in the blood as an 

produced and secreted by the ™ "J^ury, the HGF activator zymogen 

inactive zymogen. In rea P°J S L, t ° H^iLS proteolysis . The activated HGF 
is converted to the active form by l«*jed pro teoiy ^ ^ & b . Ql 

activator converts an inactive single chain P«cu fee involved 

active heterodimer ^^Wed tissS A this study, the authors 
in the regeneration of f <U n £"* £ 0 * 6 ^ om ™ e conditioned medium of a 
purified an inhibitor of HGF a ^ivator from tne Ub cDNA 

human MKN45 stomach carcinoma i^E^Sibitor has two well defined 

The sequence of the cDNA ^^^f^^^f is a member of the Kunitz 
Kunitz domains, ^Mtxng that the inhibi tor g ^ that the 

family of serine protease inhibitors, ane q hydrophobic sequence at 
primary translation product of the ™£™ r ™ * p a £ tivat or was 

etec^^^^ 

proteolytically truncated form. 
IT Protein sequences 

^cSFSS- for human hepatocyte growth . 

factor activator inhibitor, ^^f.^^ibUory activity and 

inhibitor, and characterization of its inniDitory 

tissue distribution) 

IT 188701-87-3 , .**.r-fr rt r exceDt adverse); BOC (Biological 

S^rence^^"^^ » -CU (Occurrence, 

189 200-l"""e P atocyte growth factor act -ator inhibitor (Biologlcal 
Skrren^^ropS - «» 

inhibitor, and characterization of its inhibitory at. 
tissue distribution) . 

r sraoaW study) ' proc (Process) 

' (cDNA sequence for human hepatocyte gerine prot ea« 

factor activator inhibitor < ^ novel ^ n ^.^ ry act ivity and 
inhibitor, and characterization of its inhibitory a 
tissue distribution) 
IT 189176-23-6 

RLi PRP (Properties) 
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DOCUMENT NUMBER: 98049419 ^^V^Jndent serine protease inhibitor, Spi 

l h t growth factor-I 

generating protease. _ 
AUTHOR: Maake C; Vamamoto "Jurphy L J . of Manitoba , 

CORPORATE SOURCE: Department of Internal Medicine, 

Winnipeg, Canada. . ... c fi -in-6 

SOURCE: ENDOCRINOLOGY, (1997 Dec) X38(X2) 5630 6. 

SOURCE j our nal code: 0375040. ISSN: 0013-7227. 

PUB. COUNTRY: United^t ate.^ 

^ U SenT: 2So£d index Medicus Journals; Priority Journals 

ENTRY MONTH: 199712 



IT 



IT 



ENTRY DATE: Entered STN: 19980116 

Last Updated on STN: 20000303 
Entered Medline: 19971229 
AB The conversion of insulin- like growth factor- I (IGF- I) to the biologically 
more active des (1-3) IGF- I variant is catalyzed by a ubiquitous protease. 
This proteolytic activity is inhibited by human 

alphal-antitrypsin and soy-bean trypsin inhibitor and is up-regulated in 
serum and tissue extracts of hypophysectomized rats. These observations 
lead us to investigate whether the growth hormone regulated, 
serine protease inhibitor, Spi 2.1 was able to inhibit 

the des (1-3) IGF- I generating protease. Dihydrof olate reductase deficient 
Chinese hamster ovary (CHO (dhf r-ve) ) cells were transfected with a rat Spi 
2.1 expression vector containing the dhfr and neomycin resistance gene. 
Stable transf ectants were selected using G41S and amplified using 
methotrexate. Conditioned medium from Spi 2.1 transfected CHO cells 
potently inhibited proteolytic activity directed against a synthetic 
hexa-peptide with a sequence identical to the N-terminal of 
IGF-I. In contrast conditioned medium from wild-type CHO cells had little 
effect. Based upon these observations we suggest that our previous finding 
of enhanced des (1-3) IGF- I generating protease activity in growth hormone 
deficient rate may be, at least partly explained by reduced levels of Spi 
2.1. Furthermore, we propose that the regulation of the generation of des 
(1-3) IGF- I may be an additional potential site of growth hormone 
regulation of IGF- I action. 
AB ... the biologically more active des (1-3) IGF-I variant is catalyzed 
by a ubiquitous protease. This proteolytic activity is inhibited by 
human alphal-antitrypsin and soy-bean trypsin inhibitor and is 
up-regulated in serum and tissue extracts of hypophysectomized rats. These 
observations lead us to investigate whether the growth hormone 
regulated, serine protease inhibitor, Spi 2.1 was able 
to inhibit the des (1-3) IGF- I generating protease. Dihydrof olate 
reductase deficient Chinese hamster ovary (CHO(dhf r-ve) ) cells, 
methotrexate. Conditioned medium from Spi 2.1 transfected CHO cells 
potently inhibited proteolytic activity directed against a synthetic 
hexa-peptide with a sequence identical to the N-terminal of 
IGF-I. in contrast conditioned medium from wild-type CHO cells had little 
effect. Based upon these. 
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AB Kinetic characteristics and effects on the growth of filamentous 
fungi of one of the main anionic protease inhibitors, 

BWI-1, isolated from buckwheat seeds, have been studied. The inhibition 
consts. of bovine trypsin, chymotrypsin and cathepsin G from human 
granulocytes with BWl-i were found to be l.l, 67 and 200 nM, resp. Anal, 
of the amino acid sequence of BWI-1 in the vicinity of the 
reactive site revealed its homol. to the potato proteinase inhibitor I 
family. It is suggested that the inability of BWI-1 to bind elastase of 
human granulocytes is due to the basic nature of the amino acid 
residue (Arg) at the PI position in its reactive site. It was 
demonstrated that BWI-1 was able to suppress the germination of the spores 
and the growth of the mycelium of two filamentous fungi. 
AB Kinetic characteristics and effects on the growth of filamentous 
fungi of one of the main anionic protease inhibitors, 

BWI-1, isolated from buckwheat seeds, have been studied. The inhibition 
consts. of bovine trypsin, chymotrypsin and cathepsin G from human 
granulocytes with BWI-1 were found to be 1.1, 67 and 200 nM, resp. Anal, 
of the amino acid sequence of BWI-1 in the vicinity of the 
reactive site revealed its homol . to the potato proteinase inhibitor I 
family. It is suggested that the inability of BWI-1 to bind elastase of 
human granulocytes is due to the basic nature of the amino acid 
residue (Arg) at the PI position in its reactive site. It was 
demonstrated that BWI-1 was able to suppress the germination of the spores 
and the growth of the mycelium of two filamentous fungi. 
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AB Recently we reported the isolation of cDNAs for a number of genes that are 
differentially expressed between nonproliferating early (young) and late 
(senescent) population doubling level (PDL) WI-38 human, fetal 
lung-derived, f ibroblast-like cells. We now demonstrate that one of these 
isolates, EPC-l (early PDL cDNA-1) , derives from an approximately 
1.4-kilobase mRNA species that is expressed at a > or * 100-fold higher 
level in serum- starved, confluent, young versus similarly treated 
senescent WI-38 cells. Complete nucleotide sequence analysis of 
this cDNA confirms its identity with that of a cDNA encoding a secreted, 
retinal pigmented epithelium differentiation factor as well as similarity 
of the encoded protein with a number of mammalian serine protease 
inhibitors. We show that EPC-l expression is associated with GO 
growth arrest in WI-38 cells. The mRNA readily accumulates in 
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